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[it ^7] mm^-: 2^mzti%T $ smmiitm-'ttzimnwK 
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2002-329778 ^ V ; 2/ 

[»*Sio] ff^9fem<7>M£^L-c&&, 2-e^£ 

r ^ j wsm t m— t tz (instil k iwr — <d t < ; m%m * &mir & s? % 

[it 1 1 ] m^m-^r : 2 $ nz> r ^ ; mun tm—ttz i±mn& 
iz\si—coT < j mw.n z zm&nt tzn ^<du^ y * ^ - y-t & m. 

13] * * v ir ^- ri^mm^ : 1 -eit $ i«@B?ijo^ i 

[m*g 1 4 ] mB^mmmt ?zi*wmB.-?$>z>m 1 1 terno* ^ y 
[it 1 5 ] mB^m^m^wmx- $> %> m^m 1 1 1 m<o * ? y - - > 
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12 0 0 2-3 2 9 7 7 8 9 J \ 3/ 

[» *s 1 9 ] mm^ : 2 $ *l & r 3 j worm tm-ttz \$nm$ 

2 0 3 m&timmffittzimmB^&zm&m 1 9 tam^i^ • 

im^m 2 1 ] m&i>*mm.fii&w?%>z m^m 1 9 tm^m • 

o 

[f»^2 2] ge?!)#-^: 2-e^$tL^T^y^I^iJ^|^-t7t{i^S^ 

[»3fcK 2 3 ] mmwmm.m $ fztewmB^&zm&M 2 2 tensor • 

o 
O 

M28] mvm^: 2Tmzti2>T$ ym.mmtm-'ttzim%&) 
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im>$.M 2 9 ] m&tfmjfcm t tz a tiit^ & m$3g 2 8 1 <o^»f & 

o 

iff 3 0 ] m&i>m%iffi&wmi?$> & mm 2 8 mm^mwmo 

m^m3 1] tsc-2 2«nwa8*^Lr***m*ifett*jji ( fLo 

ttfc&fi 3 2 ] ^a^n^^ttw-^-e* * iff ^ 3 1 tBfto^K • mm 

[W^3 3] *lfLIM&£TSC-2 2 «HM^I 4:19:^-5 i £#ffc£ f 

& > mm$mm k & »t £ * « bp gs&o^ m t tz a tsmjj&o 
sc-2 2mm<Di%m 0 

[ffiim 3 6 ] WfeftjWHR^tttM-e* * Iff ^ 3 5 IStOfffio 
[0 0 0 1] 

3^$Jfi> Transforming Growth Factor- /? Stimulated £_lone-22 (&T\ T 

[0 0 0 2] 

[fl£*oSi] 

5M£> ItlO^illt Ltli, T > v ^"r > v >W8kW$& (ACE) IM$iJ 
[0 0 0 3] 
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F-/? imfr^-t*) iPWzWbtLZo *«##$7yh*fK, TGF-^fi 
HIWfDH^tr&^y^i; > N #lT G F - tzitT G F - ^OT V^-fe V 

^^■i;=rx^v^^K*ig-^-r*fc, ania^n; (e cm) m&ffmm 
\~um^fr. &mtmt(r)&mmmzti& zttm^ztix^&o t/z, tg 

[0 0 0 4] 

TGF-/?(±. fOH:^-HSma d fcifefrS tt^jfflfl&rt 

TSC-22lt TGF- pmmzfc&-t2>&jtt<D lot LT, 
fflW^fUCll^fcn^yVyy^- (LZ) >f >«r#^aMR 

* /Hwe^9 9%<^l^— ; ^#^^2) o TSC-22ISf 

Ml (&&&r$ymw&> (hlh) 

[0 0 0 5] 

timw&m. i ] 

yt-tiV-tf 'A^ny*;V^ai>'J- (J. Biol. Chem. 
) , i2 6 7t (il5f) , 1992^5/1255, p. 10219-24 

umwFxm 2 ] 
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6/ 



— > (Biochem. Biophys. Res. Commun. ) , f2 2 2t (f 3f) , 199 
6^5B 2 4 0, p. 8 2 1-6 
[0 0 0 6] 

[0 0 0 7] 

[M«^^i-^»7ti6o^] 

^m- ; eT ? ^i[f^^ibnt^wTsc-2 2of&a**, &\z&im±&M®.*?mm 

^MVdlZ&tfZ WT S C - 2 2 <^)|§?a^»Ji-^ C t K i oT, fM^MI) 
[0 0 0 8] 

[i] isswi-: 2t?^$tL&r$ ymmmtm--*fz\mm®Km-<DT$ 
mm&nttzitzrv&timm-rzmB^wi . ^^jc^** 1 ; 

[2] B2?ij#-s§-: 2-e^$tL^T^ymHB^J^^W1-^^e«^L<(±^ofl5 
[ 3 ] m&tisffifcffi £ £ lif^ft^ & _h|fi [ l ] ffi^co ^ ? u - - > 



[4] ^UR^afRJSttlffil-Cjb&ilB [1] ffi^**V-->^i£; 

[5] mm"?-: 2Tz&zti&7 $ smm$£m--ztiimKmzm—<DT $ 
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£-T&> -tffi [l] I2ftf>** U-->^Srfe ; 

5 y mie^'j t ra- * tz iin««> k ng-<z> r^y me?ij * -r agestfcixwt 
^oaj^7 p ^Ktfeti^tt^«tt*jfc«t-*ifc*#^fc-r-&, ±ib [i] 

|2«cO** y ; 

«y m $ tt & mitt % &m-t zmm&z e © * t < a ^<du^ y^vttz 
ittnmL*&m-z>z-t*m®.t-tz>, ±m [6j 

±12 [6] 

[ 9 ] ±12 [ i ] i2m?>* * y > iotftfc atfc&s ; 

[10] ±12 [9] |B«W>*JRfc'£*r ttir-&, E#I#-5§- : 2^*1*75 

j mm* t m- * tz unwM k m-v> r < ; mm * **rt- zmsmttzit^v 
[i i] mvm^: 2^mzfr&T $ smMmtffl--£tzimn&)tm-<DT 

* 1/*?- K£ffiv*£ £ t ^ssss fc^i'e<*>3&:0 $ lw?i-r 

[i 2] @2?y#^: 2-e***L&r$y«E3?i*^r-r«3IS**fett*«>«j 
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[13] %9V** Yi^mm^r \ 1 -e&Zti&i&m&MO&Uttzlt—U* 

&&1'&±& [12] f5m?>* * -~ ; 

[14] mm&mfitffi t tz it wm&t? &&±m n 1 ] mmv * ?v-~yy 

[15] mm^mmm^m-c^ %> ±is c 1 1 ] * v - - > ; 

[i 6] m\m^: 2^&zK&T§;m&m±m—*t:&&Kmzm-'<oT 

#«1-&> ±|3 [l l] IBfcO^^ 1 ;--^^^; 

[17] . ±ia [i i] fB«^>^^y-->^fetcj:o"r#t>tLfci»5t; 

[1 8] ±ffi [1 7] fB«^%jC«r^LT**, 2t^W7 

[i 9] w&m^: 2x~m-zthz>T< ymmmtm~£tzitmMM^m-<DT 

[20] 3fefe*«»»*iifciiTHfefi-e**±c [19] tem^TO • mmm ; 

[21] ^M^m^tt^T^^jifa [19] mm<o^m • te^n ; 

[22] mm^r: 2^mzti&T * swt&mtm-itzimm&jizm-'DT 

[23] m&tmfcmt tzimmBx~&z±m [22] temo^i^ • mmm ; 

[24] ^«**Hm^ltt?f &±|B [22] mm<o^ffi • r^0^ ; 

[2 5] E^J#-^: 2-c*s*L*r^«E?ifcn-ifcttjujftKRi-oT 
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[26] mm^mmmt fc*±»feft-c* «±ib [25] tamo^if^ ; 

[27] <Ufe3W»mJStt*JiE-e* * ±12 [25] ffifcO^ifpg ; 

[28] ie^!i#-^: 2~?m2tiz>T*ymm*}£m— ttzummmizm— <dt 



[29] t tz »± Wfeft-Csb %> ±IB [28] IB«o&Sr36 ; 

[30] fet^ ? M^ttW^-e^^±fs [2 8] fem^BffH ; 

[31] tsc-2 2wmm*^LT%zm&!imztzizwmB.<D=pm • ^0 

[3 2] WKA*«|(!f«|fitt»ig-c**±|B [3 1] IBtto^gfr • te^lg ; 

[33] m%mm"Tsc-2 2nnm*&^ir&zb*ftWLt't&, mm% 

[34] »feft#«m*ttiWE-e* & -LIB [33] SBifto^r j£ ; 

[35] mmm*fcimmm<o¥ift-mmm*m&-r&tix><?), tsc-2 2 
[3 6] »«iA* s ««j»ttin£ , c**±iB [3 5] mm.<omm%¥Km-fz>o 

[0 0 0 9] 

fi. Pi?Lt&% (0Hx.tf, th, 7yh, nu>v\ 

7^ ^v, M;> ^n, -T^, -9-;i/, ^ £•) otfmg 

f*> mm, mmm, wmmm, wrim, mmprnm, #ft«, *w*f 

*- 9 J> TUBUS, BMffi» tfa7;^7-tt, fiFiSSJSU 
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< is >mm ^) & l < it^tKh (Dmm^^-r hhh^h « x. if, is 
mm> /MB) , Ti^, f > mm, wm, jrau tmm. fttii m 

<D7, #«u WIN IWu rmbl= (M> *I»N /Ml) > JfiLt\ 

mm, mrwi, mmm., t»ajn, #pm. #> win. # 

[0 0 10] 

_L> £ <b £ L < lift 9 0 %J&Lt. L < iift; 9 5 %£Lt, £ L 

< (i^j 9 8 %.m±offlratt*^r-t-* r ^ y mmw t*&mf bti&o 
zmsmtLxit, mz.&, uwboe?ij#-s§- : 2xmzti&T$;mmmtnw 

[0 0 11] 

jftO. 0 1-1 0 0f&, «P£L< lift 0. 1-1 Ofif, <£ L<l±0 
[0 0 12] 
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iB^jf <oi ztz&2m&± (»^L<ti, i~3 ommm, ^toai-i o 
mmm. ■$bK&zL<nm. a -5) m) o7<yi^MLf:7^ywj 

~3 ommm, i&z L<tii-i o«ftj£> ^^iKait (1-5) i@) 

1 ttz&2m&± (ifii<^ i~3 ommm, l< i*i- 1 oirejg> 

$f>l:ffll<li|c (1-5) 1@) 07 5yati*jfX?^7 5yg)tE^ ®@£ 
2-C^$tL*T5y»KyiJ^0 1 £ fctt2«a± (*f£L<l±, 1-3 
0«lJg, ff$L<lil-l 0«f££ % Hi:|fJL<li|c (1-5) 10) <DT 

tzT<ymMm*&mir&m&n%:¥<D\<*fr®&&T4>i>&tti2>o 
&seic> 2m&nzizt±ib<Dm%fflV!iteisw2>*<D* 

[0 0 13] 

y«) ^ *Si*»C3fejt -cab So @e^!l#-^: 2ti^^ 

^**^y^i (-COOH) „ It frit**, V- h (-COO - ) > 7<K (-C 
ONH 2 ) f^cti^T^ (-COOR) ®flfmotUv», 

£dtNt.;*T-/WC:mt*R Lttt, Mx.«\ xf;v, n-^nn^ 

, ^y/ntf;K n - ^4 iTO C 1 - 6 7^*^* ; Wx. If , i/fu^z^f- 
/K y^nA^f y;v^^c 3 - 8 07;^;^ ; ix.if, 7x^;v, «- 
t7f ;v^^C 6 - 1 2 7V ; «iff> ^v*;K 7i^m^7 

2 7WM^C7-i 4T7iV^S; t:V^n^;u^-i|rv^^-;vS^^ 
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3jg<7) jl x -r ;v & ifjWB *l & 0 

©7 5ywii (^iJx.^ 7WMt 5 wci-6 7^y 

^feo, * & v> (inii^^- ifcv^i?)i,iiag^ £<dm&s e s & ^ % & 

[0 0 14] 

on^< tt>3 om&ji, u* L<ite om&±, x*)i&tL<&i o o^g 

[0 0 15] 

f ^BJ^^y^KtiC*^^^^^^;^ (-COOH) > U)V 
**^yl/-h (-COO") , TSK (-CONH 2 ) ttzlt^XTfr (-CO 
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[0 0 16] 

L</\> LTi;i. $!xJi\ ft&tlK (#0x.(i\ SHU V >flk Hfbift* 

[0 0 17] 

[0 0 18] 
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(DM. Bodanszky ^J:lf M. A. Ondettu ^7°^ K • v (Peptide Synthe 

sis), Interscience Publishers, New York (196630 

(DSchroederfe X C/Luebke. if • ^"7^K(The Peptide), Academic Press, New 
York (196530 

<D&S«5*Hlk ^^K*JS<0*Blfc*Ifc (197530 

<§&c&mw zsLxmrnvt^ mt^mmm u m&mcoitmv, 205, (1977 
m 

[0 0 19] 

z<?) 1 7 KLxnbtitzW;&mz, <&%\<o kxv mummt &x* 

o 

[0 0 2 0] 

^^-^#J3I. 4-^>v ? ;v^^rv^>'v;i/T^3-;i'#JiB> 4-^fM>Xt 
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Yt^jvmm, *°vT?v)i>T$}?Mm, 4- (2' , 4' -^f^x^ 

^-tFn^y^f;!,) y^y *->#J3! % 4- (2' , 4' -y^^y7x^ 
[0 0 2 1] 

ifcLTIt DCC. N, N' -^>fy^n^*^>f5K, N-x.f-fr- 
N' - (3-^W^/n'j;v) a/M?^ < Y^^m^hfi^o -tt 
f>C.t§iSttjtl:tt7^^ Wf!«My (Mx-tf, HOBt, HOOBt)tt^ 

[0022] 
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[0 0 2 3] 

amors ym<D$m&t lti^ ix.it z. boc> ^-v^u-^v^- 

*v#;l'**~;K Cl-Z, Br-Z, T^v>^-;v^-^v*;v^;K >V7 

7x-;V/t^7^ft'f;K Fmo c & £fj&*ffiv* k*L£ 0 
*;i/*^yjH«i, 0ilx.it (Mitf, 

v * ;i/sj?-;v tKy v hMb> ^-y^V-7*h^y* ;i/ ;Vfc K9 S> 
t-7 , f^Mt t t^^ 0 
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o 

t^f y 5 ttlt Tos> 

-2, 3, 6 - h V ^^V^V-fcfVX^^K DNP, ^V'W^-y^f ;V 
„ Bum> Boc> Tr t, Fmoc^: v> o 

[0 0 2 4] 

&m&<7)&£: (mm.) umtLxn. mz.it. Pd-i^^^(jpd-m 

7-f K. 1, 4 -y** -/K 1, 2-x^>yft-^^t 5 OJ:9^* 

[0 0 2 5] 

WM<D * )V tff * v ^(Dx&mt Zti?zi><DtLXli, m x. ff> fcttfc-t & Bfc&*. 

, 4, 5-F'J7no7x7-JK 2, 4-y-hn7x7-;K y77^f^ 
7J^-;K A'7xfn7x7-;K HONB, N-t Kn^y^^y^ N 
-t: Kn + y7^;i/^f ^ h\ HOBt) ^O^Xt^I/] &^ffl^<o*t&o Jim 
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[0 0 2 6] 

o 

[0 0 2 7] 
10 0 2 8] 

it & "C ^ o 

DN An ^VADNA7^7'J- ^»4HfcOPi?L»% ^'A 

•fr/K 9*7, "7*^ -Y^ €M-;K 5?h, ^»7X> 

•7-9-^ <0^>f>i9>^« (^Jx.(f> B«J&> tt&*HJ9^ 

jia. ±&mm, \*u$mm, mmwmfo. mmmm, mmm, m^mm, SMS&m 
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^2 0 0 2-3 2 9 7 7 8 ^ ^-v : 

mm, nmmi> t< t°) *?m.m^<vmm, iti^ti^wiw 
. Wfc, *&flcT«, mmr^> 3£flu /WH. ftmt tmtu 

«3t> Hflc^u IBIfe, IS) , ML Ti#^ 1^ HSR. WK. If ML 

fli<^9. #«, urn, mm. mm, m, m<tw m, ±m, * 
m) , nan, >bm, muk> mm, mrh%, *ffiM.m, mum, n 
m, mm, mm, #, ^ K*iH*>«Mfc) ssfco 

cDNA, ltrffit^m-^«S5!t<7)cDNAy^^7V-> ^JSDNA4W* 

• &J&«£ «9totalRNAt fctimR NA®^«rOTSlL^*> 04rfflv^T1lC«Reverse 
Transcriptase Polymerase Chain Reaction (&T\ TRT-PCR^J 

[0 0 2 9] 

^OlSI^n - Kf^DNA ttli, 0flx.tf. SB?iJ#-^ : lT^StL 
& J£*@£?!J £ & D N A . t teWZm^ : 1 "C^ $ fi & M^WM t ^ 4 X 

^Xti-&DNAtUI^ ffl&tf* @B^iJ#-^: 1 -efE£*L&m»@B?iJi:&>5 
0 %JBLh, 03: L < \*m 6 0 %J^_L. $ h Kftt t < lift 7 0 %J£Uh, *RMC$J£ 

^1-^DNA^if7& s fflv>ib«o 
[0 0 3 0] 

Ji\ €V^fa7-^n^-^y^ (Molecular Cloning) $2JK (J. Sambrook e 
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t al., Cold Spring Harbor Lab. Press, 1989) £|B3R(D:#&fcirfcfi£oTff& 

* M > S J*. y h fc&f* \U 7" b >; -7 &mmi) s ffi 1 9 - 4 0 m 

M, #£l,< teftl 9-2 0 mMt, 5 0-7 0°C, $ftl<l±|H 0 

-65 'CO&ttfcarf-o i-hV VAWkBttfftl 1 9 mMT«^6 5 V.<D 

*»9!©Sejt*3~K-f-&DNAtt. £r£ L < : 1 TfEStL&ifc 

[0 0 3 1] 

*3&WO«P^^ K*a- KtSDNAIi> E#I#-Jf- : 2 T^StL* T 3 y 

DNA7^77'J - . ±|B L • m.m.&sfc?) cDNA, ±|B L • &fi 
^cDNAy^f^'J- ^DNAOV>fjL-eUv^ 7*9 -fc-te 

[0 0 3 2] 

i) e?u#-s§-: l-e^^tL^mssa^JSr^-r^DNA^^^ie^jSr^rf^D 

NA, Sfctt (2) IB^J#^-: lT?^$tL-6ffi36Bfi^J*^r't*DNAt^'f^ h 
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tt^7 0%^±, i L< itm 8 0%£JLL, S*>Sf£ L<Ji&J9 0 %J^_hO 

[0 0 3 3] 

DNA&IMftLfcfcOfc'WT' 1 ; ^-Y-tf-va fcfc J: oT^n-nv^ 

(Molecular Cloning) % 2 HR tCfBftO^fe* ^K^oTfrfc 9 

[0 0 3 4] 

DNA<7)i!^@fi£!)i£> ^j*P©*f K fllx-ii". Mutan™-super Express Km 
Sit OHO ) . Mutan™-K (^Mit OHO ) ^£fflV>T, 0DA-LA Gapped 
duplex^, Kunkelfe^Og#^^^^>VMi^tL<b^C^>^^oT^ 

[0 0 3 5] 

l^inKVfcUOTAA, T G A £ tzltT A G £W Itv^t i> X v> 0 d^c>0 
[0 0 3 6] 

fcn- K-r&DNA^f>BWt-t&DNAWrM-«r«Ji) WU ^DN Affirif SriSia 




ffiSiE# 2003-3104914 



• 



#M 2002-329778 



22/ 



Ha^^^-fcLtlt K (flk pBR 3 2 2, pBR 

3 2 5, pUC 1 2, pUC 1 3) Ittffft^^^^ K (flk pUB 1 1 
0, pTP5, pC194) lifftf^^^ K m> pSHl 9, pSHl 
5) ; A 77-^^Wf'Jt77-^ ; V hU?yf)VX, V?~>-Tyj 
)V*, )\,x%£<DW}Vt}Vs[ ji,* ; pAl-1 1, pXTl, pRc 

/CMV, pRc/RSV, pcDNAI/Neo^Mv^tLSo 

LTR7n^-^, CMV h^Sfn^-f;^) y°n^e-^-, h 

r e c A7n^ A P l y'u-^— $ — „ lpp7n^E-^^ T 7 y° 

te^^T^^i*^ PH057n^-^- % pcK^nt-^- GAP 

[0 0 3 7] 

. SV40or i^in^^) ^t'^ltv^io^v^it 
f r ttt&fo-f&Wi&tf&Z) O V h V^r-fe- h (MTX) . T ^ 
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ttit^T- (&T\ Ne o r tH&#^&:|§^2>&. G4 1 8»tt) ^^f<b*L 
*o d h f rSfc^Jl?- dhf rit 

fll^#jnLr<) iv» 0 e^**j.^jc.y t7JlIt$.^.i^ PhoA • v^;vse 

OmpA • ^^Hjyijfe^a* ; f±^^;vxJilT^^.f^ a -7 ^ 9 

^MFa- sue 2 • 

[0 0 3 8] 

iVi'J M.TMMt LTfi> ix.lt xyx'jtr-nij (Escherichia coli 

) k i 2 • dh i ifuv-yyyx • *r • ^ • ^->a^-;v • rur^ - • * 

7* • t^fxVy^fX - *r • -tf • jx-a-T;^- (Proc. Natl. Acad. Sci. USA) 
, 6 0t, 1 6 0 (1 9 6 8)], JM103 O * V v ? • 7S/ v X • V if- 
•f- (Nucleic Acids Research) , 9 309(1981)], JA221 [>>> 

• - ^^^7- • /Mtnj;- (Journal of Molecular Biology) 
, 12 0t, 517(1978)] , HB101 [v^-^ • ^ • ^V^a? 
- • y^tny-, 4 1i, 459(1969)] , C600 [vi^x-f ? 
(Genetics) , 3 9i, 440(1954)] ^if^ffiv>f>tL^ 0 
/^)V^MMt LTii. fllx.^ • -^"7*^;V^ (Bacillus subtilis 

) MI 1 1 4 2 4^, 255(1983)], 207-21 C^-V--?- 



ffiiE# 2003-3104914 



# 



mm 2002-329778 



i-V'. 24/ 



;V-^7-AMt)"^b'J- (Journal of Biochemistry) , 9 5f , 8 7(1 
9 8 4)3 ttZ&m^bti&o 

&MtLXl$^ #!jx.t2\ t^D7^^ -fcl/tfv^ (Saccharomyces cere 
visiae) AH2 2, AH 2 2 R~, NA 87-11 A, DKD-5D, 20B- 
12^ y V*-9- y iJ u t j -tr X # > ^ (Schizosaccharomyces pombe) N C Y C 
1913, NCYC 2 0 3 6, fcf^T /"?XHJX (Pichia pastoris) KM 7 
1 fc^/flvXbfLSo 
[0 0 3 9] 

*Ht*fflfl& (Spodoptera frugiperda cell ; S f iffllfe) > Trichoplusia ni«9tf»J& 
fi^OMG 1*H)J&> Trichoplusia ni^PfiSfcOHigh Five™$M&, Mamestra bra 
ss icaefe^O^BJI^ Est igmena acrea&5fl<7>;f«& XiPM h ti2> 0 4 # ? 
BmNPV^ H&ifflJI&fc LTti, (Bombyx mori N iffflJE ; 

BmNifi) %¥-Z> s m^btlZ>o ms fliatli, Wz-l£, Sf 9« (AT 
CC CRL1711) , S i 2 I mm (J^_t> Vaughn, J.L. 4 > • *? 4 # (In Vivo 
) ,13, 213-217,(1977)) *¥tfm^b*L%> 0 

lAtim mtut^ 3<D%}&%i?7t)m^t>ti2> Chubb <b> 

(Nature) , 3 1 5^, 5 9 2 (1 9 8 5)] 0 
[0 0 4 0] 

IftififcLTIi, {fSA(f> t;VttCOS-7, Vero, ^-f~-X^ 
AX^«CHO (»T> CHOttfcK&IB) , d h f rfltte^&S^W- 
-X^A^^-ttCHO (£IT, CHO (dhf r~) mfotVt&U) , ^X 
LJHM&, v^^AtT-20, t ^ X a- ^ □ - tbFL 

[0 0 4 1] 

xyx'JliTlIli, Wilf, y'Di/'-^V^X • tT* • f • t V a • 7 
*r'5- • • ^JC^SMX • tf-y • Hf • jx-^^jr-- (Proc. Natl. Acad 
. Sci. USA) , 6 9%, 2 1 1 0 (1 9 7 2)**S-> (Gene) , 1 7%, 107 



ffiiE# 2003-3104914 



# 



#M 2002-329778 



25/ 



(1 9 8 2 ) ^ ti:I5««7)Mt:^o tf Sgit-S C t^t^ 0 

^X (Molecular & General Genetics) , 1 6 8t, 111(197 9 ) & tlZ 

SW±, mz-iX, JVvX ■ 4> • JL>^^ *nj;- (Methods in Enzymolog 
y) , 1 9 182-187 (1991), 7ui/-*?>?X • • *f • 

tva ^ • T#7** — • jr7 - • • if • .x— jr_;*:r_- (Pr 

oc. Natl. Acad. Sci. USA) , 7 5t, 1929(197 8 ) & t 9 lZ§dM<Djjfete 

MHJsilFMli, 0flx.tf, /^t/f^ny- (Bio/Technology) ,6 
, 47-55 (1988) & *ffc8B*«!>2F&K:fEo TI£Jf fz$|-f & Z t tfX # & 0 

»&*ffllfeW\ «X^U#8 ff»X^a7 9 n 2 63 

-267 (1995) (^PttUfi 1 ) N ^nny- (Virology) , 5 2t, 4 
5 6 (1 9 7 3) Ciei^Mttotff^tl, ih^t^o 
[0 0 4 2] 

v> 0 fitmmtLXii, ^;i/n-x, mfTA T»T$gtt»J& 

y^~y°- v*-, i*^*;*^ Valuta 

xJl ^l/n-X, $y^£<£tfM9*&«l [59- (Miller) , 



tiJiiE# 2003-3104914 



2002-329778 ^ ^- v : 26/ 

. #-f • o^x^'j * yy • -f > • ■=& 1^.3- 9 — • v jl ^ 7" ^ v (Journal 
of Experiments in Molecular Genetics) , 4 3 1 —4 3 3, Cold Spring Harb 
or Laboratory, New York 1 9 7 2] iflfrt L^o 0 , :/n 

j: < flft^^ 7ti6 0i x. i£\ 3 /? - >r > k ;v r ^ u £ ? &H#J * 

ii^iyx'J TJP5*T?*&^KIKJ)M|cO**»i, SUMS 15-43 tt\ 
a±^/^^^^JRW^**3^«leg«M*W«**i. MTO3 0~4 0°CT% &6 

*-;V^- (Burkholder) */JvJg:Nb [Bostian, K. L. fu^-VvyX ■ 
irf • *f • ^V3^-;V • T#7*5 - • iff • t>fx>^X • ^"7* • -f • 
Xi- (Proc. Natl. Acad. Sci. USA) , 7 7#, 4505(198 0)] ^0. 
5%*f^t^ft^SD^i [Bitter, G. A. yny-y>/X-t 

(Proc. Natl. Acad. Sci. USA) , 81^, 5330 (1984) ] & 
FtfmifbtiZo ^AbOpHfi. «Ff t< lift 5 ~ 8 "Cab & 0 J*f*«±. ®#^J2 
0r~3 5*C-e> &J2 4-7 2B#Kfr&fc>*L&o ift^CfcCT, fx 

mn&m &mm ttz\m&x*$>& * t&m-t & m^-^m t u x & , 

00 X. JfGrace' s Insect Medium (Grace, T. C. C. , * >T * - (Nature) , 195, 788 ( 

1962) ) fc&mt Ltzio%*y is&Lmmoma® * mg.Dnz.tz i>o% zwm ^ h 

ti2> 0 ^iOpHli, Sff L< l±m6. 2-6. 4-C&&C ig*te> iIHr*t2 7 

5-2 0 %^J3^^JfiLft*^-tfMEM^ (Science) , 122^ 

, 501(1952)], DMEM^i (^ony- (Virology) , 8#, 3 9 
6(1959)], RPMI 164 {V*?-i-)V • ^"7* • If ■ 7* U fcS' 

• X/;V • 7Vyx-y3> (The Journal of the American Medical Asso 




ffi!E#2 003-3104914 



12 0 0 2-3 2 9 7 7 8 ^ : 27/ 

ciation) 19 9%, 5 1 9 (1 9 6 7)3, 1 9 9^i {-?u 7 - 

■ *f • V J^-r -f • 7 * — • -9* • /t-f ^- o v * ;V • ^f^^ (Proceeding o 
f the Society for the Biological Medicine) , 7 3%, 1 (1 9 5 0)3 
Wm^btLZo »pHli, Sff L< ti#5j6-8-C** 0 il#$j3 0 

°C~4 0tt\ It 1 5-6 0«PWff«f*>*L* o ^^JSCTil^m^^^f oT 

^ S 3 K Sr * i i: § & o 
[0 0 4 3] 

x-i 0 oTM^^^^^j^^-ev^r^ iv^ 0 — #\ ®mfrfrb*§m 
^m£M^mh&% t*<D^m&<Dmzmm-r s#&; 4^?>w, ^tt^ 




WffiEiff 2003-3104914 



^pSI 2002-329778 ^ ^- v 

[0 0 4 4] 
[0 0 4 5] 

£rr- K-r*DNAlcMJG&i-*RNA*»Mfc IT, ^^^^JflL^9 "f -fe- 
^ffl^T^ >e f nilf^, i ^ {: J; o t i *£v>fcU 

& o 

[0 0 4 6] 

LTV>*«SAJ tUli, Mif^l (Wilt liR^M ; «tt*##* 

ftfttt ; ^7D-^ii ; ju^awKftft ; Ktt** ; sun A ; litt^sw 
*;aMfttW»») ; rt4W • fttftt** («*.tf, ttRA) ;«9HMUi (« 



ffiSE#2 003-3104914 



m 



#M 2002-329778 



29/ 



x. (s\ mmMitm. ; ^mmm ; ; ^mm ; ptca& j: vf* t > y se&ojft. 

) ;ffft£A ($lxJ*\ AfrgMi^ tSttWmW^^ JJHj«) ;gm& (Mz-tf 
, If Ms, fHfe, Iff*) *»*) ( 

*v tittw;^^^) ;#asjfc (Mx.ff> 

mm] tLxu, mx.imimm&. (mm*, fimm. +~mmmm; wm;m 

[0 0 4 7] 

t ; 

2a) ^oiSffoffitt*, Mg^»^^J;^^^J#ii^tL^3l^*^- 
2b) ^ioieif^ffitt^, |£g6JC^c.j; i9^^tt«^i$^yn^ 



mmm 2003-3104914 



• 



Wm 2002-329778 



30/ 



& *m$Lir & mtj z $ h K^-t h mm *m £ t k x ^ x i> n ? z t &v § & 



[0 0 4 8] 

tmMKLXftt>ti& 0 
[0 0 4 9] 

m£$Lmw, mitmmfe, mwttomwL, m®mmmm%z&mift>ixZo 
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2002-329778 ^ ^- v : 31/ 

f©F(ab')2 > Fab\ $.^i/MiF a bi^otU^o 

[0 0 5 0] 

[0 0 5 1] 
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#M 2002-329778 



^->?: 32/ 



te&wvm&mmtmKftmLnzm^m*] tLxi*. mm, <<>xv 
tiism-t&mfo (mm, >&{tt<7>i&wm*<Dm&i±Bfflm%: 

-fe^ffe (electrophoretic mobility shift assay) ^fflv^Tl^tl>C:t^T"i 
[0 0 5 2] 



ffiSE#2 003-3104914 



2002-329778 ^- v : 33/ 

[0 0 5 3] 

[0 0 5 4] 

*^Ol6S«:lv» * X * 'J - - > ^£$3; K X o T > *Hl©ieR * tt 

0 %J2Lh> i t L < 5 0 %£l±^$^*t»f^$Hil«ieff 

*fc> MxJ*\ $^^IfiS^<514*^2 0 %M_L> #2L<f;*3 0 

tt^It^tStlt ;*!&WOS6W<Ofim«:*lj2 0%JSLku «F*L<I4 
3 0 %m±> i OSf * t < 5 0 %JJ)L±«^$-€r*«^i»K«:*l&WOSeR 

^Fco^tt * z^Kt lx^ * ti-pfii^t 1 # a 0 

[0 0 5 5] 




ffiiE# 2003-3104914 



12 00 2-3 2 9 778 



: 34/ 



[0 0 5 6] 

mmm ; mvmmz&nzmL mmmmm, mmim. mum, mm. m 

[0 0 5 7] 

m,j&M<D&m%MtLxit, mm. pm> D-Ty-h-/K D-y;vtr 

;k r*yy°y, «tt7*yy°y, f^Mj>, asfi-fe^n-*. l&smEt: Kn 
A, f^hV^ y>^y, 

<f mr ;v ^ v ? a & t^mf h ti& 0 

&&ffl<Dftm%mtLXi*. aitTyfy, y 3 f % -tf^T-y, T7tfT3*A 
„ A"t^n-^, *;v^y^ ^-;v-fe;vn— *;v*'^y^f ;v-bjvn- 
^thV^A, ftS>t^n-^, fit, D-^>- h 7** 



ffiSE# 2003-3104914 



• 



!fem 2002-329778 



35/ 



&Bffimme>ifrM%W t LT(i> # y > y y n - ;k y n fc? V > y y rr 
h'J^A, -9-yf-^BI^ h y RBI-*- h y &P&lf bti&o 

#y tf^;vr;v3-;i/, #y tf-;i/tf n y Kv\ #;v^v^;v-*r;i/n-;*f- 



fe* 0-#n^>\ ^OD7^JK s01f*7%:¥) H)fi&$\fhfLZ>o 
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#H 2002-329778 _ 9 J : 36/ 



[0 0 5 8] 

am ; isxvt&mi fcr&mk mmpimmL mmftmmk 

mit&®)<D®i-5-w%t*K£ on&.?>#\ mk\mo. i^li o 

[0 0 5 9] 

wx.it, mum±, mm&fHz, mm m. %m, mm, r^yy, d-^ 

^Sr«SJPtTEE«SJftBL> ^-C^af), Bfc<7)^*>^\ TOtt&&v>fi 
[0 0 6 0] 



tBSE#2 003-3. 1 04914 



2002-329778 



^-v: 37/ 



fo^iis^ ; ^ > * if ©#$I3«& if rt^f h tiz> 0 

^>^— K fc/i/jK^f^^/ioc^/nr/i/n — x > f^^"7^;v^-t;vn — x&if 

-3 0D5 5 . D-A77Kttj „ J* & V ^W. 3 # U — S C 

^7^4 if <£>?C»& WW *l& 0 

/l/n-^^^P; 7^7M;M^77'Jl/-fn^'j7-RS (*>f 

^>RS (iSiSife) . D-A77 ;w%fc] „ r * V ;v^ji^;V' • ^ * r x y ;v 

[0 0 6 1] 

^b^vvrai6 0, #vxf i/v^va-^, ^Ji/^y^f^/m^x, r 
^>-^;vt;i/3-;k ^nn^;-JK 7x7-^^) , %mi\3& W. & 



mSE# 2003-3104914 
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^-v! 38/ 



[0 0 6 2] 

£<3i-9fcLT#ib*L*ayWt±, 5fc^1B*tt-e**o^ Wilt Pi?Ll&% 
(lajxJf, fcK v^x, ^-9-^ H7y\ -T^, hU. 

4%^ f-^^-fcfcO LTigntofc £ fc*±2NSP 

£J&A,&# (f!6 0 kg) iCfcv^Tt;*. —U&fz *9 > fiMt**$HK(0 
vj~- *)%bfr&Vc>&mt L"C> $70. 1 fcv*L 1 0 Omg, . 

ffiKliljl. 0fcv>L5 0m g> J: L < lift 1 . 04v^20mgt 



[0 0 6 3] 

M# £ ffl v> £ * ^ y - =. y yfe \z & v> r±f a L £ <75 ffi^KW e> ti& #\ 

[0 0 6 4] 

*tt*E3?!l**M'1-&tO-C**Ltf, DN A> RNAJfcliDNA/RNA^^ 



ffilDE# 2003-3104914 



* 



#H 2002-329778 



^-v: 39/ 



-*»ov>f*i-c*or4 i^, r^siDNA, z*«rna 

[0 0 6 5] 
[0 0 6 6] 

MxJ£\ ^Ka7-^n-->^ (Molecular Cloning) ^2)K (ffi 

RNAi^'JA (+) RNA*#|fflU **^^l/tfh% SB 
UT/-fWW^'J /^-y3 >&^t **v»tiHB^J#-^ : 1 X 

fllx-tf, ^m^m&mttzte^KUfr^-y?- Kfc3- KtSmRNAOi* 
^2 OttJ&LL. L<*±3 0%&_h, i»?«F* L<&ltj5 0 %£JLtii*£-£& 



£BSE# 2003-3104914 



12 002-329778 



^-v : 40/ 



[0 0 6 7] 

7 s ^ K^^i, ^j&ih^tK *m%Lmm, mwi> m^wiam, i&«7&*fe 



[0 0 6 8] 

Lxmm-f2>ZbtfX%2> 0 
[0 0 6 9] 

(fllx-tf. K vtf*, 5^b> 7*^ 7-7, 

^j?, -9-;K *->v<>3>-fc£) fc**LTi£nWfct £te2Ngn&Ki3:# 

zmAmm (#i6 0k g ) »c^v>rt±, -b&£*k m±^x^h^mn<o 

X?V *)®bin2>ik&ytJb LT, IjO.l^tlOOmg, 



tBIE# 2003-3104914 



2002-329778 ^ v ; 41/ 

[0 0 7 0] 

=^<d -fu * - ? - cogger Ktf&t & <t>t\ wmoMfc x & *nm& & wt&mm 
£ nx -e § tz ? ? - * m-r h x xm t h oms^ cfcv^^y 

acz) , Rr»ttr/u*y 7*^77^- tf&fc^ ;i->7x 5> ^ 

7^ h v^-^fstfg^ ( 1 a c Z) -efJILtv^ji^ *H9!S>S£K 

o Lt^ot, Miil 5-7*n^-4-^nD-3-r/F'J;V-^-)!f7^ 
Mf9y->K (X-gal) <0iHj8-#7^ >->^-4?0*Sti:44fl«4- 

mffi£M&&®. (PBS) -egfe^m, X-gal MLifcl±3 
7t>fcH£-C, *&3 0^«rV»LH^WKJte$*fc^ W*^lmM EDTA 
/PBSiltW^itiaot, p-tf?? Vis?*— t?KJ&*#jhS-ti\ 

i«En«:i:^i^ 0 #&Kt£v\ 1 a c Z£n- Kf-SmRNA 



miE# 2003-3104914 



2002-329778 ^— v I 42/ 



**l©ia ® £ n - K1" & -fu * - * - £>[£3t i t± lit %> 

o 

[0 0 7 1] 

[0 0 7 2] 
[0 0 7 3] 



tBiE# 2003-3104914 



2002-329778 ^ ^- v : 43/ 

c y ? n - 1- )v$mv>ttim 

, ztinfoh^mm*. ^ntt^Kn^-t^o s#i;^tT^i4ti* 

4LTUv» 0 &-^fiiI1jt2 ~6iI^Kl 1 ft2~l OHJffJ^ffrtL&o 

f±, g££n<£>;^ $lxJi\ *- ; 7~t$)l<A?4 y<D^m C^-f^-^- (Nature 
K 256, 495 (1975)] ^v^Mi"^> «1 ttf~?£ & 0 ffli&femmt LTte, tfflx. 
(i\ #y.x.*-W$n; n-;v (PEG) -^-t > ^ ^ £*&mf hti&tf 

10 0 7 4] 

#ftM/«t LT{i, NS-1, P3U1, SP2/0, AP-1& 

^OPi?Lii)^0#Mlim^lf ^>^^^\ P 3 U 1 )W £ L < fflv^tL^> 0 M 
v^tL&^j^lffljg (]««) ^t#fUffiMifct<7)$ft tv^Jt^ti. 1 : 
1 ~2 0 : immx*&1), PEG (0JL<tiPEG 1000-PEG6000 

) ^ i o-8 oro^jgojijK-e^in^tL, 2 o~4 or, t&tL<i±3 0-3 7 

o 



m«E# 2003-3104914 



2002-329778 ^ ^- v : 44/ 

ft?ik#^Sio *y^n-^Jtfroaai»4, If HAT (fc^^if-v 

1 ~ 2 0 %> 0JL<lilO~2O %04 1 flaiBifD.vf ^^tfR PM I 1 6 4 03$ 
flu 1 ~ 1 0%O^H&iBJflL» £#frG I TJ&fli (S^M^III («c) ) «fe*vMi 
K-"^**fflftlJflLfl!fi(f» (SFM-1 0 1> H^c»aS ) 

o *&*$wwu it5H-3m «f*u<t±iara~2awt?**o ^*«> 
coj:^ KLxnbtiMy tu-i-frfomz, B^^^m, «*.«u & 

%.%Mfe. >f (#k DEAE) K£&«Sfv£> 0j£'ki£> ^fcifi 

[0 0 7 5] 

C # y * n - /uJfcfltOfER] 



tiiiiE# 2003-3104914 



^jFll 2002-329778 ^ ^- v : 45/ 

}:IU ^^VT-MSe<7)^Imi3«t^>•v , ;T-^:/^7 0 7 i ytor^J:l:{i, * 
* V T- Tftft Ltz^-f-f > LT^^^Jl < X £ *U£\ if o 

& <fl & Jt*"C*« 2*tXi>£ M k fi\ v iflLYt T )V ~? X V ^ 

e,H^D^n7'J>, ^\^>T- >^^S»JtTvN7 9 7 : - ^ 1 KM U ^J0. 1 

«1ir&J 2 ~ 6 ^frc 1 ft^3 ~ 1 0E5gmf^^tL-5, o 

mtL< Itlkmfr $>W$Llr ZZt &X § & o 

tizitm * <o # »; * n - ^ )um$m<7>mm* . ±i E^ifiLYf t> oiiu^ t 

[0 0 7 6] 

imu#&ii#t t bK^Lxnbti&mmm.j&Mx&zztmiz z 

^S^^^#$tt^iH#:i:LTii, MffiLfc r#f&9!<^6 jft /cte•?- 



ffiiE# 2003-3104914 



mm 2002-329778 



^- i? : 46/ 



(Mz.i£, tyj;, r?, *-*\ m; n 

m^m • t6**ota:#.*tt, *t*ge«u h & ^ k * n& 

&7fr s , Mx.i£\ *^K«ALTV**jflS/Jfc& (M6 0kg) fcisv*TW\ - 
B*fc«K *»*fl"P*i*5fflOjtftfcLt, j»0. l£v>Ll 0 Omg, 0 
it<f^l. 0^L50mg % J: D0iL<ti:fal. 0^L2 0mgt^) 

o 

[0 0 7 7] 
[0 0 7 8] 

U #3&93^BSC£3- K1-*RNA^e>0®[SeKoaiR*PpiIKIi-&^Sr 

e JT i fc it ^(DUfrs* ~f* K Sr 3 - K-t £ *»BE?!| i: , R 4- H^l" -5 

S fi R t tz it % omfi"* ^ K * a - K-^ « %£E?)J offlffift <*> |Q -cib 7 0 % 
£Lt, »4 L<li&8 0%&±, L<it%)9 0%£JLt, «*>0i£ U < ti 



fcBSE# 2003-3104914 



&0 2002-329778 



^-v^: 47/ 



m9 5%&±(Dmm&z^&j*m&m%t*&mft>tL2>o 

[0 0 7 9] 

? ix^-^- to, ^f^o^sjc^n- Ki-^itfeT-o^t fzimmzm^-tz 

[0 0 8 0] 

& O-e^tLff ^-<^ft$ lc#KfjflJ|$Ui£ < , «I9!?>M6® & ^ - Kt"£ R N A 

t$i<Dfflm £#jt-t-*u*\ & 1 5 ~& 3 o £ & * v =r * ^ v Y-hm* 
3' m^mmm. 3' ko-assj& ££^3' »^re>^- 

mRNAfc L<tt*atBIE«»fc^>f ry ^>fXfCSeiC^oaSR«:ffi#-t^ 
Hmil (MjXW^X) *»*U RNA<«2|:£i&#L#& &Otr&oTk 
[0 0 8 1] 



ffitiE#2 003-3104914 



^jtm 2002-329778 ^ y : 48/ 

tt©*^- (IU m*°V^-{iDNA^?RNA4UcBffi£;ft& J: ^ 

mfhtlZo 2^1DNA, 1$IDNA, 2$KRNA> l^ilR 

NA, SfcfcDNA ! RNAM^'Jf WSCt^tl, £ «b lC#N£3ft5fc°i; 



aiiE# 2003-3104914 



M 2 0 0 2 - 3 2 9 7 7 8 ^ ^- v : 49/ 



O 

[0 0 8 2] 

T>f-b>^^^^^^Kti> RNA, DN An & & filMAi $ *Lfc«H* (R 
NAx DNA) IMS^tLJt^OAfrWkLTJiimo^itSfr^^- 

fflfl&rtwr^* t)&fe%b<D\,z-f&, ry^y^mk<omu 

o L?zmmZ^WiftWX~Wlg'<%\bti~C$iiO, Wz.tf J. Kawakami et al.. 
Pharm Tech Japan, Vol. 8, pp.247, 1992; Vol. 8, pp.395, 1992; S. T. Cro 
oke et al. ed. , Antisense Research and Applications, CRC Press, 1993 & 

[0 0 8 3] 

ffsfn-t & * ^ < # y y ^ y v> *• r> % y * ^ * >"ffc> #ffl« t wwsif^ffl * 

- K x-)Vffl.%tl tfmifbtLZo Ltzi><Dl±, ^m^3' jg**v*tt5 
' ft, ^W^l/ty»^U#f 



ffiiE# 2003-3104914 



2002-329778 ^ ^- v : 50/ 

[0 0 8 4] 

4: fe^ftotv^©^ #9§iffl#"?teE?!l##IW &«i»r§f4£^-f & 
EB*)DNA&fc&3"$-&8fct:i: Ufflv^^tn o 'JWAtltf^ 
ffltt©Sv4oi:LT(i, n>r K-^^W ;vy-r K^ojg$teteRNAfcji,k*i 

mRNAOHIfMO^ififBtfcfcffiffiW^E^lJw-f S^fct-i IWmRNAO* 

SOT?, ^7 ADNA^?n-H^v^i/^ $ <bfc&*IJ/5*^F 
-t&o \*&WV>^)X? V*f-KJ HWJS-t&mRNA**S#t?-^:ai«ji«r 
fc&Jt^Cfi, RNAA'J^-b^tl^C^UH^^^Itfif^RN 
A*?— ^Sr&jBrLfc'W 7V y KU *W>f ASrfflv^i fcfcj: 0. S»S?JS: 
— 2|cgH3-J-*ifc#-Ci* rProc. Natl. Acad. Sci. USA . 38(10): 5572-5577 
(2001)] o 'JWA^ -e-tL«r3-K-r*DNASr^tp|&^^^- 

N A L 3feE?iJ £ $ «b tc&ffi L fc^ >f 7 U ? K V Ab1r%>Zti>-C& 
& rNucleic Acids Res. . 21(13): 2780-2788 (2001)] 0 
[0 0 8 5] 

*»WO»S3R*3- K*f* mRNAk b< J±aWS^-*D»MS¥0'»O 3- 
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WSRNAT* (RNAi) ^WtL^>^(±, J^tffj&»e>S&gU IA> 
ZtltzZtfrh fNature . 411(6836) : 494-498 (2001)] . V W'f A<£>ft#& 

^3- K-T^ c DNA@fi?iJ& L< ityy < y 9 D N A E?!Hf ^ tC^o'V^T m R N 
At t<tt«I»ME«*0*W«lft*ft3eU rfrJR«>DNA/RN A 

fcE^J J: •jP«"t*ifc* , t?S»o RNA i fgte£;r$-&— # 
il* 1 ; n*RN A(i> •feVX$I^^T>'^-fe>^iI^DNA/ / RNA^tli^1ttr 
^ftmiSL, Jg^^T^-'J ^J9 0~&>9 5 0 C"C 

it i immsm%<*t&.. m 3 0 7 0 1 sumr^-r/^H 

[0 0 8 6] 

*3&BJ<E>T:x?--te^*** V^K^^L-Cfta. *»WOj6eft4fctt'€- 
# i: t ^> 1 1 # ilM*^* l> i tv^o g£T>^-b>* 

t, «#MtU Bi?Lt&^ fcK 9? K ^ 

-f^N -fr/K ?-W?>v-&^) itZttLXl&ntf) 

y vol - x y K ■> -f ^ * * - * * ^ 9 * - J* A L fc^ KiS^-f & 
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[0 0 8 7] 

mr y^xtv*^ K*>tfc#*»i, *«M!S.«u tfc^*ttfc, a-^/w- h * 

^lJx.{i\ ftfJMIUtv^^Alt (fl*6 0 kg) K 
£v>Tte, -B^/cO. ^J0. 1 fcv>Ll 0 Omg, «fi L < . 0fcv>L 

50mg, i»)$ftL<{±^Jl. 0^L2 0mg-e*4o 
[0 0 8 8] 

[0 0 8 9] 

MK t^y, -7^. * = * ^ 

fclimRNAOm &V»l;m3MftT*. iDNAJ/:(imRNAO 

[0 0 9 0] 

fy^-ifV jrj'V-i/a >^PCR-S SCP& (y/^y^^ (Genomics) 
, 31 5^, 8 7 4-8 7 91 (1 9 8 9^) > ^ny-^V^X • t"/ • f • t 
yat^ • T#?*5 — • • xvWX • • jx— .x;*.x\- (Proceedi 
ngs of the National Academy of Sciences of the United States of America 
) , W8 6m, 2 7 6 6-2 7 7 01 (1 9 8 9^) ) * £\Z X i 
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xjf. n^^w^m^ ^^B^^^aKt ^^•eo^w^i-r ^>^m^#m 

[0 0 9 1] 
[0 0 9 2] 

. Fab\ JbiWiFabSMv^Uv^ 
[0 0 9 3] 
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^12002-329778 ^ ^-v : 

[0 0 9 4] 
[0 0 9 5] 

* 4 'J7?'J;v7n\ v'J3>f^Mi, 

[0 0 9 6] 

t 2^f5(±^<7)M^^ 3 ffo-C^, p^^TfcoTk £v>LB#P^£-f £> L 
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mm 2002-329778 _ ^-V 

# • 

[0 0 9 7] 

zx?2&Kfc\zm^bfc&%m-\±, whiz, 2$L%.jBTm^bti2>m*j!)\ 
c sftttui^ m x. if n * mm-t & m>mm \<*t>tiz>o 

[0 0 9 8] 

^Ay^fj y^S*Sv»i±^7n^ b y tn^fflv^ £ ttfx£ & 

o 

<d%, *KB<Dmm#m(F) fo&tm&Lfcmmwg. (b) ti&mv ( 
-iAsthw ?mxi^ *mML*v>im t mwmsL t *—fe*v>nmim 
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*>n r»^*«c«95E«j (e*#bi. rafts 3^5&f?) , eniis^s r#*ft 
aaijfefej (»2jR) ce*#r, BS#n5 7^»ff) , wmtbtm 

miiMl (IM^#I£> B3*n6 2^Hff) > TMethods in ENZYM0L0GYJ 

Vol. 70 (Immunochemical Techniques (Part A)). |WJ# Vol. 73(Immunochemica 
1 Techniques (Part B)K Vol. 74 (Immunochemical Techniques (Part 0) 

„ IWI* Vol. 84 (Immunochemical Techniques (Part D : Selected Immunoassays 
)K !TO Vol. 92 (Immunochemical Techniques (Part E : Monoclonal Antibodi 
es and General Immunoassay Methods) k R# Vol. 121 (Immunochemical Tech 
niques(Part I : Hybridoma Technology and Monoclonal Antibodies)) (JsUh^ 

[0 0 9 9] 
[0 10 0] 

*§&wi*. £ tsc-2 2wmmz&&i'r%z>mWiffittztewifc&, 

TSC-2 2ttMNXfcf±. ^rttefc^T, TSC-2 2 SrftWfc itf/Sfc 
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ttRW£»«IL#4«r*v*3o *#W»Ctt, TSC-2 2 flUS^HS «6¥ 

TSC-2 2*Mfll&«\ fiUli, *«4fci±««^v»-C. TSC-2 2 
Ol44l<li|Saf^iTSC-2 2 0fitt^?PlLHIlIt?*So 
[0 10 1] 

TSC-2 2WJI^^LT^Wif^«mi (flU JUm^ttW^) 

mmz l xmMt-t &x* z & 0 

Bffl* • i&*3**±, ^T*©#1£T*3> fSJx.ll BilLSdt/ (Mx.ll t 
K 7 7h, *-9-*\ tyy, YV, -fj^ 

t s c - 2 2 ««wiasos-^**±, *nsl*£Ju as:^- y * * 19 

H£&#\ J£AM# (#16 0kg) fcfcV*Tli. -B*fc«JftO. 1 

^Ll 0 Omg. m-t L<te#*Jl. 0&v>L5 0mg. J: «9«f Z t < lift 1 . 

0 &v>L 2 Omgf^o 

[0 10 2] 

#IB*B»£i3V*-C % M^T 5 / f^B&tt^t^f ^ IUPAC- 

1 UB Commission on Biochemical Nomenclature \z3L&V&%r$>2>\t*itM&fr 

DNA :fi^ry'J« 

c d n a : mnwr* * v y 4*Mt 
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A 
T 
G 
C 

RNA 
mRNA 
d ATP 
dTTP 
d GTP 
d CTP 
ATP 
EDTA 
SDS 
G 1 y 
A 1 a 
V a 1 
Leu 
I 1 e 
S e r 
Th r 
C y s 
Me t 
G 1 u 
Asp 
L y s 
A r g 
H i s 
P h e 
T y r 



^p!2 002-329778 

^5 y 
rr-y 

y #mwt 



ft^yf^y>H'J yB. 

■rjr*i/?Ts v y~ y >m 
r* tyyf v y = y >m 

Tt-V y>H'J 
Kr-'v^m^ h y 

^y v>- 
T*7~y 
/iy y 

O^fyy 

-by > 

yX7-f> 

y 




12002-329778 



59/ 



Tr p 



m; •/ h 7 r > 



Pro 



A s n 



G 1 n 



p G 1 u 



Sec 



-tl/yyX'f'f ^ (selenocysteine) 



10 10 3] 

C@£^J#^ : l ] 

tfTSC-22 c DNAOlfif n - K^it^^SB^J^^I'o 

t hTSc-2 2^e^<7)T^ ymse^'J'ir^i-o 

[0 10 4] 

vxtk&^x, mmmizx Qx&m&x a ^^^-tt^n 

[0 10 5] 

H»J 1 Wistar fatty? y b OWRKfclt &TSC-22 mRNA^m^iiin 

ttWistar fatty? * h (13, 22&O f 40iiS& ; Sfcffl? tf^ t> ^OjE^RS 

9y b-ca&raffl*fr<&JtteWistar lean? ? 1> (tB5^^^) £ffiv>T. 24 

(Beckman Coulter) ^T«!l^L7to >f U ^iftjKttRIAi* (ttSHKJHE) 
«05eLfc o #5E<7>?^ h J: «9WM^»L-80t:T»^t7to to 
tal RNA£}ftffiLfco (Endocrinology, 134(3): 1205-1212 (1994)) OmRNA 
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&n**> t C / 7 v-I«^n - L. ABI PRISM 7700 (Applied 
Biosystems) *m^T VTfrfJ ^iRT-PCR&K <£ #^mRNA§&^*£$iJ;e L 

[0 10 6] 





Wistar 


lean 




Wistar fattv 77^ 




13 


22 


40 


13 


22 40 




5.1 


4.0 


10.4 


6.7 


55. 7 182. 7 


^flitSWdav) 














138.9 


137.1 


134.3 


319.2 


402.9 319.4 


fflttf (mff/dl) 














123.0 


125.6 


158.7 


1091.9 


1019.2 1674.4 


fitft (//Units/ml) 













(n=5, Mean) 



[0 10 7] 

Wistar fatty^v hOWKKStt* TSC^&tfTGF-/? lOmRNAf&m* 
O&ilS&OWistar lean 77 h <7)WBi^fe^^l^m4^1 t^NF^ffi^it) 





13 


22 


40 


TSC-22 


1.0 


1.0 


1.6 


TGF-fll 


1.1 


1.0 


1.7 



(n=5, Mean) 



[0 10 8] 

Wistar fatty:? v Ymm$&& *)NIDDM£MU 22M^i t?DN£3§^ Itlt 
T^T< yfflmM&mULtZo 40aI^OWistar fatty? y Y ^j3V^TTSC-22 mRN 
A^^fi<^iiin5& s ^i6 *U transforming growth factor-/? l(TGF-yS 1) m 
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mst^M<omtn i> btix&t), Tsc-22 mRNA t tgf- p 1 xmk%mm.v> m k a 

#*£jE*BM (r=0. 80598, p=0.0049) tf f R*fc*t;fc 0 
[0 10 9] 

2 Zucker fatty 9 -7 h OW»fci5tt*TSC-22 mRNA^O^fc 
iUr/XT/ii^MU *l»#*ai»»*-f*ltttZiicker fatty^y > (ZF 
7>;K 18il*fr> H^f ^r-^XV;H JC0.5%^^-/Hr^n-^lOOcPtcJ8iB 
VyU^W (angiotensin II typel^4£J££iL^) £9al 

erlean^yh (ZL9 y h , t-^XV ) Kt±0. 5%^ ^-/Hr^n -*1 

OOcP (Vehicle) £- B— Lfco ^-^im^flf^^^TV*, 

#9al^lcWIR«:$CTSlL-80'CT?«^t/io ft&H-fcflfc**^ total RNASrJSfcb Lfz 
o Otltifc) <^inRMI£^J^^i:^7 p 9-f^-^.^^:-7 0 n~r : lr^SL> ABI 
PRISM7700 (App 1 i ed B i osystems) ifflv^VW^fA ;£4RT-PCRv£ K i 9 # 
@mRNA^m* SrM5c L^o IS**:^ 3 4 K^fo 

[0 110] 

1^3] 

R+7^-X5 jfo*^v:3-;*#ig££>*Jfii | t , 'i' >«iJS 





ZL9 y h 


ZF9 y h 






Vehicle 


Vehicle 














48.5 


401.5 


61.7 


(mg/day) 









(n=8-9, Mean) 



[0 111] 

1^4] 

Zucker fatty =7 y > O WBSI iz£1if& TSC-22^. OTCF-bl OmRNA^i&JI 
(Zucker lean? y h OWKfcfcttaS&Wt* 1 t LfcB#4>*B*Nii) 
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^-v: 62/ 



ZFt7 y h 



ZF^ y h 



Vehicle 



TSC-22 



2.4 



1.6 



T0F-/H 



1.2 



(n=8-9, Mean) 



[0 112] 

ft^TA-^ ^#«firt ? i#flnLTV>£Zucker fatty 9 ? b OWRKliS^TttTS 
C-22 mRNAflSft **JiiD L > TGF- /? 1 ^mRNA^JJlOiifln tB*f>*lfc 8 £ £ K> ii 

[0 113] 

£ ^H^i" & Jffttf) i n^fD- ;vjflL^ 77 b (SHC^ y 

K 6, 12, 20^^26-30®^, ^5^?^) ^^jE^M#-e^^> IWJ^co 
ilttSprague-Dawley^ y > (SD9 ? K B*^l/7) £fflv>T, 24Bf P^^U*" 

&*jeLfco ^r^y^ >%mMi*A/G bt-xw^- (myt 
mm) im^xm^^ &m*^i'XT-u-)vmmRzFj&*mmmmmmzi' 

y^u>CI5r^^ (Beckman Coulter) SrfflV>TM^L^ 0 WM^W^L-SOV 
X®&Ltz 0 tmZffij&W:, total RNA^rJftffi Ltz Q B£$fttf>mRNAE?!l * & £ £ 7° 
v-Str^3f/n-^«rf^S4U ABI PRISM7700 (Applied Biosystems) £ 
ffl^T'JW'f A^»RT-PCR^HJ: 0#mRNAf&m**S9^L^o tt***5X 

[0 114] 



»5] 
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*' 
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o 




t7 *y h 






12 20 


26-30 




6.1 


9.2 


13. 1 


16.4 


8.9 


179.2 598.3 


656.6 




















18.9 


21.5 


22.8 


21.5 


15.7 


20.2 40.1 


85.1 


m&(me/dl) 

















(n=4-5, Mean) 

[0 115] 

SRCyy h<DWMK&W& TSC-22RtnGF- /3 l<7)mRNA#§m» 





6 


12 


20 


26-30 


TSC-22 


1.9 


3.5 


6.0 


12.4 


TGF-/31 


1.1 


1.4 


4.5 


9.0 



(n=4-5, Mean) 



[0 116] 

i2jisK>sHc^ ? v \z&\,*xmKm*T*7$ yfflmsL&wuaLxis «9 > m& 
> jgi^wtwJijntJto 2o?i^mi#^sHC7 y h K^x^mmM.m^m 

i>mm&JfcVglMLtZo TSC-22 mENAOf&3gti6iit§fc<DSHC7 v MC:i3Vvrttl.9flFfc 

-22 mRNAH^fitim^T^y^ >fflMM: (r=0.67648, p=0.0015) 2StO f JflL«fR* 
Mf»Jg (r=0. 96394, p=0.000l) £^&3E*BM£^ Lfc 0 TGF-^1 mRN 

^>TSC-22 mRNAfcTGF-ySl mRNA|&m*^^^{±^^IE:^M (r=0. 88356, p=0.00 
01) Tb*&tbhti1z 0 
[0 117] 

4 g nwn- ;i/jfiuSSHC 7 7 h & <fc tfjE#SD7 y h WK 

K&H&TSC-22<D%;3& —in situ hybridization^ J: &J&#f— 
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4 



12 002-3 2 9 778 




?*ftMls-fco Ztl*4f*m<DW-Z-eWWl^ in situ hybridization (ISH)%fe 
I^MiUftiUo JslTOBE^JS: & £ &CT3i3 «£ RNA polymerase £ 
fflv>ty^yy-> (DIG) IMiRNA^'n-rSrftRLfco DIG^f&KteDIG RNA 
Labeling Mix (nya|) &JEv^/c 0 GAPDH (glyceraldehyde-3-phosphate-deh 
ydrogenase) fltfe?-**^ 4 7*3 V hn-^i Lt7 y hfflR *5 It & ISHeO 
afettfcflWBLfclk TSC-22TV^-feV^yn-ri3j:yf^-0'tv^yn-'r [@B 

: 3 ; 9 y MSC-22 mRNA (GenBank Accession*-^ I L25785) 03' 
IR«*0— « : 611-952) ] , ttolGffiftfc.fctfS&felfeiKi: LTNBT/BC 

IP (nitro blue tetrazolium/5-bromo-4-chloro-3-indolyl phosphate) £rffiv> 

^LJt3&fTSC-220|&a->^^»iSie>^tL*^o^o •b>X^D-7 , i: 

m±ofe*t±. Tsc-22^^^^if<o±^jj&mt?Ai&m-r* -itfi 

[0 118] 

^mm^mmm % • mmm * * ? v - - > r-r & - 1 a 0 

[0 119] 
[IB^m] 

SEQUENCE LISTING 

<110> Takeda Chemical Industries, Ltd. 
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<120> Screening Method 
<130> B02337 
<160> 3 

<170> Patentln version 3.1 

<210> 1 

<211> 432 

<212> DNA 

<213> Homo sapiens 

<220> 

<221> CDS 
<222> (1) . . (432) 
<223> 

<400> 1 

atg aaa tec caa tgg tgt aga cca gtg gcg atg gat eta gga gtt tac 48 
Met Lys Ser Gin Trp Cys Arg Pro Val Ala Met Asp Leu Gly Val Tyr 
15 10 15 

caa ctg aga cat ttt tea att tct ttc ttg tea tec ttg ctg ggg act 96 
Gin Leu Arg His Phe Ser He Ser Phe Leu Ser Ser Leu Leu Gly Thr 

20 25 30 

gaa aac get tct gtg aga ctt gat aat age tec tct ggt gca agt gtg 144 
Glu Asn Ala Ser Val Arg Leu Asp Asn Ser Ser Ser Gly Ala Ser Val 
35 40 45 
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gta get att gac aac aaa ate gag caa get atg gat eta gtg aaa age 
Val Ala He Asp Asn Lys He Glu Gin Ala Met Asp Leu Val Lys Ser 

50 55 60 

cat ttg atg tat gcg gtc aga gaa gaa gtg gag gtc etc aaa gag caa 
His Leu Met Tyr Ala Val Arg Glu Glu Val Glu Val Leu Lys Glu Gin 
65 70 75 80 

ate aaa gaa eta ata gag aaa aat tec cag ctg gag cag gag aac aat 
He Lys Glu Leu He Glu Lys Asn Ser Gin Leu Glu Gin Glu Asn Asn 

85 90 95 

ctg ctg aag aca ctg gec agt cct gag cag ctt gee cag ttt cag gee 
Leu Leu Lys Thr Leu Ala Ser Pro Glu Gin Leu Ala Gin Phe Gin Ala 

100 105 110 

cag ctg cag act ggc tec ccc cct gec acc acc cag cca cag ggc ace 
Gin Leu Gin Thr Gly Ser Pro Pro Ala Thr Thr Gin Pro Gin Gly Thr 

115 120 125 

aca cag ccc ccc gee cag cca gca teg cag ggc tea gga cca acc gca 
Thr Gin Pro Pro Ala Gin Pro Ala Ser Gin Gly Ser Gly Pro Thr Ala 
130 135 140 



192 



66/ 



240 



288 



336 



384 



432 



<210> 2 

<211> 144 

<212> PRT 

<213> Homo sapiens 



<400> 2 

Met Lys Ser Gin Trp Cys Arg Pro Val Ala Met Asp Leu Gly Val Tyr 
15 10 15 

Gin Leu Arg His Phe Ser He Ser Phe Leu Ser Ser Leu Leu Gly Thr 
20 25 30 
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Glu Asn Ala Ser Val Arg Leu Asp Asn Ser Ser Ser Gly Ala Ser Val 

35 40 45 

Val Ala He Asp Asn Lys He Glu Gin Ala Met Asp Leu Val Lys Ser 

50 55 60 

His Leu Met Tyr Ala Val Arg Glu Glu Val Glu Val Leu Lys Glu Gin 
65 70 75 80 

He Lys Glu Leu He Glu Lys Asn Ser Gin Leu Glu Gin Glu Asn Asn 

85 90 95 

Leu Leu Lys Thr Leu Ala Ser Pro Glu Gin Leu Ala Gin Phe Gin Ala 

100 105 110 

Gin Leu Gin Thr Gly Ser Pro Pro Ala Thr Thr Gin Pro Gin Gly Thr 

115 120 125 

Thr Gin Pro Pro Ala Gin Pro Ala Ser Gin Gly Ser Gly Pro Thr Ala 
130 135 140 



<210> 3 

<211> 342 

<212> DNA 

<213> Artificial Sequence 



<220> 

<223> DNA used as sense probe for in situ hybridization analysis in 
Example 4. 



<400> 3 

gcctgctatg ccccaacaga actggctgct gctgtctgaa ctgaacagac cgaagagatg 60 

tgctagtgag aagccgcctc cagtcaccca tttcattgct gtctgcgaaa gagacgtgag 120 

actcacacat gctgttctcg ctttctcccc agtattaagc actcatatgc ttttggcttg 180 

aagaaatata ctagttgagt gaattaaagg ttaaacagag agtgagcatg gatgtaccct 240 
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gtgcaacgtg gcagatgtct gaggaatggt ttgattgacg ctgaggagga gctctgtgcc 300 



[HI] 

SC-22O^«0^^^1"M®^K-e$)^o 1 , 2 , 3 (iiE^rSD^ 7>f 
f$mfim n^tn- ;VjfiL^SHC9 y h Wfi*tJ>to 4 , 5 Itmft^V 4 * - i? 



ttttcaaccc tccccagccg cccactctac tcccaagctc tg 



342 
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: 2t?^^tt^>T^ ymSB^J^ISI— £fcf«S?lftKI*)— <DT< 
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m m a 



[000002934] 

1 . B 1992^ 1£2 2B 

[^Mlfi] ftj»H 



